In support of this model, Schroeter et al. (1998), working in cultured mammalian cells, had previously shown that a constitutively active construct of mouse Notch1, mN⌬E (see Figure 1A) , is cleaved at a site that lies either in or just C-terminal to its transmembrane domain. They further found that a point mutation at this cleavage site attenuated both the production of the NICD derived from mN⌬E and the activation of a Notch-responsive reporter construct by mN⌬E. This correlation suggested that cleavage of Notch at this site is required for its activity, though it is possible that this cleavage is either a consequence of Notch activation or an independent, parallel event.
Further support came from indirect in vivo Drosophila assays of the nuclear access of the NICD (see Figure 1 , legend; Lecourtois and Schweisguth, 1998; Struhl and Adachi, 1998). This nuclear access correlated with activation of the Notch receptor and is consistent with ligand-dependent processing of Notch to release the NICD. These and additional experiments (Struhl and Adachi, 1998) strongly suggested that Notch has a role in the nucleus in vivo.
De Strooper et al. (1999) extend the analysis of mN⌬E to neurons and fibroblasts cultured from the mouse presenilin-1 knockout. In careful pulse-chase experiments, they find that in presenilin-1 mutant cells the production of the NICD from mN⌬E is dramatically reduced but not completely abolished. The residual production of the NICD could be due to the activity of presenilin-2 or some presenilin-independent protease activity, whether specific or nonspecific. They further find that the cleavage that produces the NICD from mN⌬E has the same 
